Attachment: Labeling revisions for
Avandia (rosiglitazone maleate) Tablets, 2 mg, 4 mg and 8 mg
NDA 021071/S-038

On the Highlights Page:
1. Above the Boxed Warning, delete the registered trademark symbol after AVANDIA:
AVANDIA® (rosiglitazone maleate) Tablets

To:

AVANDIA (rosiglitazone maleate) Tablets

2. Modify the title of the Boxed Warning from:
WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL SCHEMIA
To:

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL INFARCTION

3. Modify the 3" bullet in the Boxed Warning from:

A meta-analysis of 42 clinical studies (mean duration 6 months; £4,237 total patients), most
of WhICh compared AVANDIA to placebo showed AVANDIA to be assomated W|th an

Three other studles (mean duratlon 41 months 14 067 total patlents) comparlng
AVANDIA to some other approved oral antldlabetlc agents or placebo haveneteeenﬁrmed

A meta-analysis of 52 clinical trials (mean duration 6 months; 16,995 total patients), most
of which compared AVANDIA to placebo, showed AVANDIA to be associated with a
statistically significant increased risk of myocardial infarction. Three other trials (mean
duration 46 months; 14,067 total patients), comparing AVANDIA to some other approved
oral antidiabetic agents or placebo, showed a statistically non-significant increased risk of
myocardial infarction and a statistically non-significant decreased risk of death. There
have been no clinical trials directly comparing cardiovascular risk of AVANDIA and
ACTOS® (pioglitazone, another thiazolidinedione), but in a separate trial, ACTOS (when
compared to placebo) did not show an increased risk of myocardial infarction or death.

(6.2)
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4. Add anew section, RECENT MAJOR CHANGES as below:

----------- RECENT MAJOR CHANGES ------

Boxed Warning 02/2011
Indications and Usage (1) 02/2011
Dosage and Administration (2) 02/2011
Warnings and Precautions, Cardiac 02/2011
Failure (5.1)

Warnings and Precautions, Major 02/2011
Adverse Cardiovascular Events (5.2)

Warnings and Precautions, Fractures 02/2011
(5.7)

5. Modify INDICATIONS AND USAGE from:

AVANDIA is a thiazolidinedione antidiabetic agent indicated as an adjunct to diet and exercise
to improve glycemic control in adults with type 2 diabetes mellitus. (1)

To:

AVANDIA is a thiazolidinedione antidiabetic agent. After consultation with a healthcare

professional who has considered and advised the patient of the risks and benefits of AVANDIA,

this drug is indicated as an adjunct to diet and exercise to improve glycemic control in adults

with type 2 diabetes mellitus who either are:

e already taking AVANDIA, or

e not already taking AVANDIA and are unable to achieve adequate glycemic control on other
diabetes medications, and, in consultation with their healthcare provider, have decided not to
take pioglitazone (ACTQOS) for medical reasons. (1)

6. Modify INDICATIONS AND USAGE, 2 Important Limitations of Use to
INDICATIONS AND USAGE, Other Important Limitations of Use, and delete the
following bullet:

5. Modify the second bullet under WARNINGS AND PRECAUTIONS from:

o Increased risk of myocardial ischemic-events has been observed in a meta-analysis of 42
clinical trials (incidence rate 2%-versus +-5%). (5.2)
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To:

¢ Increased risk of myocardial infarction has been observed in a meta-analysis of 52 clinical
trials (incidence rate 0.4% versus 0.3%). (5.2)

6. Under WARNINGS AND PRECAUTIONS, delete the following bullets:

7. Modify the seventh bullet under WARNINGS AND PRECAUTIONS from:

¢ Increased incidence of bone fracture-ir-female-patients. (5-8)

To:
e Increased incidence of bone fracture. (5.7)
8. At the end of the Highlights page, modify:

See 17 for PATIENT COUNSELING INFORMATION and FBA-approved Medication
Guide.

To:
See 17 for PATIENT COUNSELING INFORMATION and Medication Guide
On the Table of Contents Page.

1. Modify the Warning statement from:

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL SCHEMIA

To:

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL
INFARCTION

2. Under INDICATIONS AND USAGE, delete the following:
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| I I bination Tt

. - mitations of

3. Under DOSAGE AND ADMINISTRATION, delete the following:

2-1—Monetherapy
. bination With Sulfory] e

. bination With Sulfomvlurea Plus Metformi

4. Under WARNINGS AND PRECAUTIONS, modify Section 5.2 from:

5.2 Myocardial-lschemia

To:

5.2 Major Adverse Cardiovascular Events

And delete Section 5.3:

5. Under PATIENT COUNSELING INFORMATION, delete Section 17.2

| | Medicati i

In the FULL PRESCRIBING INFORMATION:

1. Modify the title of the Boxed Warning from:

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL {SCHEMIA

To:

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL INFARCTION

2. Modify the 3" bullet in the Boxed Warning from:
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e A meta-analysis of 42 clinical studies (mean duration 6 months; 14,237 total patients), most
of Whlch compared AVANDIA to placebo showed AVANDIA to be assomated Wlth an

other studles (mean duratlon 41 months 14, 067 total patlents) comparlng AVANDIA to
some other approved oral antldlabetlc agents or placebo havenet—eenﬁrmeel—er—exeleded—this

[See Warnings and Precautlons (5 2) ]

To:

e A meta-analysis of 52 clinical trials (mean duration 6 months; 16,995 total patients), most of
which compared AVANDIA to placebo, showed AVANDIA to be associated with a
statistically significant increased risk of myocardial infarction. Three other trials (mean
duration 46 months; 14,067 total patients), comparing AVANDIA to some other approved
oral antidiabetic agents or placebo, showed a statistically non-significant increased risk of
myocardial infarction, and a statistically non-significant decreased risk of death. There have
been no clinical trials directly comparing cardiovascular risk of AVANDIA and ACTOS®
(pioglitazone, another thiazolidinedione), but in a separate trial, pioglitazone (when
compared to placebo) did not show an increased risk of myocardial infarction or death. [See
Warnings and Precautions (5.2).]

3. Modify INDICATIONS AND USAGE from:

1 INDICATIONS AND USAGE

AVANDIA is indicated as an adjunct to diet and exercise to improve glycemic control in
adults with type 2 diabetes mellitus.

To:

1 INDICATIONS AND USAGE

After consultation with a healthcare professional who has considered and advised the
patient of the risks and benefits of AVANDIA, this drug is indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus who either are:

e already taking AVANDIA, or

e not already taking AVANDIA and are unable to achieve adequate glycemic control on other
diabetes medications and, in consultation with their healthcare provider, have decided not to
take pioglitazone (ACTOS®) for medical reasons.

4. Modify INDICATIONS AND USAGE, +2-Important Limitations of Use to
INDICATIONS AND USAGE, Other Important Limitations of Use, and modify the
bullet:
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e The coadministration of AVANDIA and insulin is not recommended.
To:

e The coadministration of AVANDIA and insulin is not recommended [see Warnings and
Precautions (5.1)].

And delete the following bullet:

. ‘ ith ni . lodl

5. Under DOSAGE AND ADMINISTRATION, modify from:

A#AND+A—at—the49west—Feeemmended—dese—F&FtheF increases in the dose of AVANDIA should
be accompanied by careful monitoring for adverse events related to fluid retention [see Boxed
Warning and Warnings and Precautions (5.1)].

AVANDIA may be administered at a starting dose of 4 mg either as a single daily dose or
in 2 divided doses. For patients who respond inadequately following 8 to 12 weeks of treatment,
as determlned by reductlon in fastlng plasma glucose (FPG) the dose may be increased to 8 mg

Stud+es-el4—19- AVANDIA may be taken with or W|thout food
The total daily dose of AVANDIA should not exceed 8 mg.
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2 DOSAGE AND ADMINISTRATION

Prior to prescribing AVANDIA, refer to Indications and Usage (1) for appropriate
patient selection.

AVANDIA may be administered at a starting dose of 4 mg either as a single daily dose or
in 2 divided doses. For patients who respond inadequately following 8 to 12 weeks of treatment,
as determined by reduction in fasting plasma glucose (FPG), the dose may be increased to 8 mg
daily. Increases in the dose of AVANDIA should be accompanied by careful monitoring for
adverse events related to fluid retention [see Boxed Warning and Warnings and Precautions
(5.1)]. AVANDIA may be taken with or without food.

The total daily dose of AVANDIA should not exceed 8 mg.

Patients receiving AVANDIA in combination with other hypoglycemic agents may be at
risk for hypoglycemia, and a reduction in the dose of the concomitant agent may be necessary.

6. Under WARNINGS AND PRECAUTIONS, 5.1 Cardiac Failure, please add the

Congestive Heart Failure During Coadministration of AVANDIA with Insulin: In
trials in which AVANDIA was added to insulin, AVANDIA increased the risk of congestive
heart failure. Coadministration of AVANDIA and insulin is not recommended. [See Indications
and Usage (1) and Warnings and Precautions (5.2).]

In 7 controlled, randomized, double-blind trials which had durations from 16 to 26 weeks
and which were included in a meta-analysis® [see Warnings and Precautions (5.2)], patients with
type 2 diabetes mellitus were randomized to coadministration of AVANDIA and insulin
(N =1,018) or insulin (N = 815). In these 7 trials, AVANDIA was added to insulin. These trials
included patients with long-standing diabetes (median duration of 12 years) and a high
prevalence of pre-existing medical conditions, including peripheral neuropathy, retinopathy,
ischemic heart disease, vascular disease, and congestive heart failure. The total number of
patients with emergent congestive heart failure was 23 (2.3%) and 8 (1.0%) in the AVANDIA
plus insulin and insulin groups, respectively.

7. Under WARNINGS AND PRECAUTIONS, 5.1 Cardiac Failure, please add the
following after the above paragraph:
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Heart Failure in Observational Studies of Elderly Diabetic Patients Comparing
AVANDIA to ACTOS: Three observational studies®* in elderly diabetic patients (age 65 years
and older) found that AVANDIA statistically significantly increased the risk of hospitalized
heart failure compared to use of ACTOS. One other observational study® in patients with a mean
age of 54 years, which also included an analysis in a subpopulation of patients >65 years of age,
found no statistically significant increase in emergency department visits or hospitalization for
heart failure in patients treated with AVANDIA compared to ACTOS in the older subgroup.

8. Under WARNINGS AND PRECAUTIONS, modify section 5.2 Myecardial-lschemia
to 5.2 Major Adverse Cardiovascular Events

9. Under WARNINGS AND PRECAUTIONS, 5.2 Major Adverse Cardiovascular
Events, modify from:

Meta-Analysis of MyecardiaHschemia in a Group of 42 Clinical Trials: A meta-analysis
was conducted retrospectively to assess cardiovascular adverse events reported across 42 double-
blind, randomized, controlled clinical trials (mean duration 6 months).* These studies had been
conducted to assess glucose-lowering efficacy in type 2 diabetes; and prospectively planned
adjudication of cardiovascular events had-net occurred in the trials. Some trials were placebo-
controlled and some used active oral antidiabetic drugs as controls. Placebo-controlled studies
included monotherapy trials (monotherapy with AVANDIA versus placebo monotherapy) and
add-on trials (AVANDIA or placebo, added to sulfonylurea, metformin, or insulin). Active
control studies included monotherapy trials (monotherapy with AVANDIA versus sulfonylurea
or metformin monotherapy) and add-on trials (AVANDIA plus sulfonylurea or AVANDIA plus
metformin, versus sulfonylurea plus metformin).

A total of 14,237 patients were included (8;604 in treatment groups containing AVANDIA,
5,633 in comparator groups), with 4:243-patient-years of exposure to AVANDIA and 2,675

patlent years of exposure to comparator Myee&rd;&Hsehemrc—evem&melededrangm&peeteH&

HeaHoH G- GHacaHesStCHesSt b GO oRaVa 3

ehsease—anel—eeltenapy—artery—dﬁepder—ln this analy5|s an mcreased risk of myocardlal +sehem+a
Wlth AVANDIA versus pooled comparators was observed (—2—%—A¥A—N—D~|—A—V€LFSHS%%
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To:

Cardiovascular adverse events have been evaluated in a meta-analysis of 52 clinical trials, in
long-term, prospective, randomized, controlled trials, and in observational studies.

Meta-Analysis of Major Adverse Cardiovascular Events in a Group of 52 Clinical
Trials: A meta-analysis was conducted retrospectively to assess cardiovascular adverse events
reported across 52 double-blind, randomized, controlled clinical trials (mean duration 6
months)." These trials had been conducted to assess glucose-lowering efficacy in type 2 diabetes.
Prospectively planned adjudication of cardiovascular events did not occur in most of the trials.
Some trials were placebo-controlled and some used active oral antidiabetic drugs as controls.
Placebo-controlled trials included monotherapy trials (monotherapy with AVANDIA versus
placebo monotherapy) and add-on trials (AVANDIA or placebo, added to sulfonylurea,
metformin, or insulin). Active control trials included monotherapy trials (monotherapy with
AVANDIA versus sulfonylurea or metformin monotherapy) and add-on trials (AVANDIA plus
sulfonylurea or AVANDIA plus metformin, versus sulfonylurea plus metformin).
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A total of 16,995 patients were included (10,039 in treatment groups containing AVANDIA,
6,956 in comparator groups), with 5,167 patient-years of exposure to AVANDIA and 3,637

patient-years of exposure to comparator. Cardiovascular events occurred more frequently for
patients who received AVANDIA than for patients who received comparators (see Table 2).

Table 2. Occurrence of Cardiovascular Events in a Meta-Analysis of 52 Clinical Trials

AVANDIA Comparator

Event® (rosiglitazone) (N=6,956)
- (N=10,039) (%

n (%) n (%)
MACE (a composite of myocardial
infarction, cardiovascular death, or
stroke) 70 (0.7) 39 (0.6)
Myocardial Infarction 45 (0.4) 20 (0.3)
Cardiovascular Death 17 (0.2) 9(0.1)
Stroke 18 (0.2) 16 (0.2)
All-cause Death 29 (0.3) 17 (0.2)

& Events are not exclusive: i.e., a patient with a cardiovascular death due to a myocardial

infarction would be counted in 4 event categories (myocardial infarction; myocardial
infarction, cardiovascular death, or stroke; cardiovascular death; all-cause death).

In this analysis, a statistically significant increased risk of myocardial infarction with
AVANDIA versus pooled comparators was observed. Analyses were performed using a
composite of major adverse cardiovascular events (myocardial infarction, stroke, and
cardiovascular death), referred to hereafter as MACE. AVANDIA had a statistically non-
significant increased risk of MACE compared to the pooled comparators. A statistically
significant increased risk of myocardial_infarction and statistically non-significant increased risk
of MACE with AVANDIA was observed in the placebo-controlled trials.

In the active-controlled trials, there was no increased risk of myocardial infarction or MACE.
(See Figure 1 and Table 3.)
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Figure 1. Forest Plot of Odds Ratios (95% Confidence Intervals) for MACE and
Myocardial Infarction in the Meta-Analysis of 52 Clinical Trials

Table 3. Occurrence of MACE and Myocardial Infarction in a Meta-Analysis of 52 Clinical
Trials by Trial Type

MACE Myocardial Infarction
N n (%) OR n (%) OR
(95%CI) (95%CI)
Active- RSG 2,119 16 (0.8%) 1.05 10 (0.5%) 1.00
Controlled Trials Control 1,918 14 (0.7%) (0.48,2.34) 9(0.5%) (0.36, 2.82)
Placebo- RSG 8,124 54 (0.7%) 1.53 35 (0.4%) 2.23
Controlled Trials Placebo 5,636 28 (0.5%) (0.94,2.54) 13(0.2%) (1.14,4.64)
RSG 10,039 70 (0.7%) 1.44 45 (0.4%) 18
Overall Control 6,956 39 (0.6%) (0.95,2.20) 20(0.3%) (1.03,3.25)

RSG = AVANDIA (rosiglitazone)
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10. Under WARNINGS AND PRECAUTIONS, 5.2 Major Adverse Cardiovascular
Events, delete the following paragraph:

And replace it with:

Of the placebo-controlled trials in the meta-analysis, 7 trials had patients randomized to
AVANDIA plus insulin or insulin. There were more patients in the AVANDIA plus insulin
group compared to the insulin group with myocardial infarctions, MACE, cardiovascular deaths,
and all-cause deaths. The total number of patients with stroke was 5 (0.5%) and 4 (0.5%) in the
AVANDIA plus insulin and insulin groups, respectively. The use of AVANDIA in combination
with insulin may increase the risk of myocardial infarction.

Table 4. Occurrence of Cardiovascular Events for AVANDIA in Combination with Insulin
in a Meta-Analysis of 52 Clinical Trials

AVANDIA
(Rosiglitazone) Insulin

(N=1,018) N =815
Event? (%) (%) OR (95% CI)
MACE (a composite of myocardial 1.3 0.6 2.14 (0.70, 7.83)
infarction, cardiovascular death, or
stroke)
Myocardial infarction 0.6 0.1 5.6 (0.67, 262.7)
Cardiovascular death 04 0.0 ND, (0.47, )
All cause death 0.6 0.2 2.19 (0.38, 22.61)

ND = not defined

8 Events are not exclusive: i.e., a patient with a cardiovascular death due to a myocardial
infarction would be counted in 4 event categories (myocardial infarction; myocardial
infarction, cardiovascular death, or stroke; cardiovascular death; all-cause death).

11. Under WARNINGS AND PRECAUTIONS, 5.2 Major Adverse Cardiovascular
Events, delete the following paragraph:
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12. Under WARNINGS AND PRECAUTIONS, 5.2 Major Adverse Cardiovascular
Events, modify the heading Myecardiallschemic Eventsin-LargeLong-ferm;
Prospective Randomized,-Controlled Trials of AVANDBIA to_Myocardial Infarction
Events in Large, Long-Term, Prospective, Randomized, Controlled Trials of
AVANDIA and replace the text below;

Data from 3 other large, long-term, prospective, randomized, controlled clinical trials of
AVANDIA were assessed separately from the meta-analysis. These 3 trials include a total of
14,067 patients (treatment groups containing AVANDIA N = 6,311, comparator groups

N = 7,756), with patient-year exposure of 21,803 patient-years for AVANDIA and 25,998
patient-years for comparator. Duration of follow-up exceeded 3 years in each study. ADOPT (A
Diabetes Outcomes Progression Trial) was a 4- to 6-year randomized, active-controlled study in

recently dlagnosed patlents W|th type 2 dlabetes naive to drug therapy th—wasraneiﬁeaey-and

AVANDIA, and separately of ramlprll (an angiotensin convertlng enzyme inhibitor [ACEI]), on
progressmn to overt dlabetes 4ﬂ-DREAM—2—635—paHems—weFe—+FktFea#nent—g¢eup&een{am+ng
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ta-pretiminananalyses-of- the BREAM-trial-the incidence of cardiovascularevents-was
higher-ameong-subjects who received AVANDIA in combination with ramipril than among

subjects who received ramlprll anne—a&H#us#a{ed—n#rgwe—Z—'Fms—ﬁndmgAW}et—eenmmed
: A in which 30% and

40% of patlents+espeenvely—reported ACE |nh|b|tor use at basellne
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with the following:

Data from 3 large, long-term, prospective, randomized, controlled clinical trials of AVANDIA
were assessed separately from the meta-analysis.®® These 3 trials included a total of 14,067
patients (treatment groups containing AVANDIA N = 6,311; comparator groups N = 7,756),
with patient-year exposure of 24,534 patient-years for AVANDIA and 28,882 patient-years for
comparator. Patient populations in the trials included patients with impaired glucose tolerance,
patients with type 2 diabetes who were initiating oral agent monotherapy, and patients with type
2 diabetes who had failed monotherapy and were initiating dual oral agent therapy. Duration of
follow-up exceeded 3 years in each trial.

In each of these trials, there was a statistically non-significant increase in the risk of
myocardial infarction for AVANDIA versus comparator medications.

In a long-term, randomized, placebo-controlled, 2x2 factorial trial intended to evaluate
AVANDIA, and separately ramipril (an angiotensin converting enzyme inhibitor [ACEI]), on
progression to overt diabetes_in 5,269 subjects with glucose intolerance, the incidence of
myocardial infarction was higher in the subset of subjects who received AVANDIA in
combination with ramipril than among subjects who received ramipril alone_but not in the subset
of subjects who received AVANDIA alone compared to placebo.® The higher incidence of
myocardial infarction among subjects who received AVANDIA in combination with ramipril
was not confirmed in the two other large (total N = 8,798) long-term, randomized, active-
controlled clinical trials conducted in patients with_type 2 diabetes, in which 30% and 40% of
patients in the two trials reported angiotensin-converting enzyme inhibitor use at baseline.”®

And delete the last 2 paragraphs of that section:

And replace them with the following 2 paragraphs:

There have been no adequately designed clinical trials directly comparing AVANDIA to
ACTOS (pioglitazone) on cardiovascular risks. However, in a long-term, randomized, placebo-
controlled cardiovascular outcomes trial comparing ACTOS (pioglitazone) to placebo in patients
with type 2 diabetes mellitus and prior macrovascular disease, ACTOS (pioglitazone) was not
associated with an increased risk of myocardial infarction or total mortality.”

The increased risk of myocardial infarction observed in the meta-analysis and large, long-
term controlled clinical trials, and the increased risk of MACE observed in the meta-analysis
described above, have not translated into a consistent finding of excess mortality from controlled
clinical trials or observational studies. Clinical trials have not shown any difference between
AVANDIA and comparator medications in overall mortality or CV-related mortality.
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Add the following new heading and text beneath the above:
Mortality in Observational Studies of AVANDIA Compared to ACTOS: Three

observational studies in elderly diabetic patients (age 65 years and older) found that AVANDIA
statistically significantly increased the risk of all-cause mortality compared to use of ACTOS.>*

One observational study® in patients with a mean age of 54 years found no difference in all-cause
mortality between patients treated with AVANDIA compared to ACTOS and reported similar
results in the subpopulation of patients >65 years of age. One additional small, prospective,
observational study™® found no statistically significant differences for CV mortality and all-cause
mortality in patients treated with AVANDIA compared to ACTOS.

13. Under WARNINGS AND PRECAUTIONS, deIete the current 5%—Gengesti¥e-l=tea|tt

hasulhin section as it has been modified and relocated to WARNINGS AND
PRECAUTIONS, 5.1 Cardiac Failure, Congestive Heart Failure During

Coadministration of AVANDIA with Insulin.

In studies in which AVANDIA was added to insulin, AVANDIA increased the risk of
congestive heart failure and-myecardialHschemia—(SeeFable-2) Coadministration of AVANDIA
and insulin is not recommended. [See Indications and Usage (1.2) and Warnings and
Precautions (5.1, 5.2).]

In five,26-week; controlled, randomized, double-blind trials which were included in the
meta-analysis [see Warnings and Precautions (5.2)], patients with type 2 diabetes mellitus were
randomized to coadministration of AVANDIA and insulin (N = 86%) or insulin (N = 663). In
these 5 trials, AVANDIA was added to insulin. These trials included patients with long-standing
diabetes (median duration of 12 years) and a high prevalence of pre-existing medical conditions,
including peripheral neuropathy, retinopathy, ischemic heart disease, vascular disease, and
congestive heart failure. The total number of patients with emergent congestive heart failure was
2—1—62—4%) and J—Q—L%)—ln the AVANDIA plus |nsuI|n and |nsuI|n groups respectlvely The total
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14. Under WARNINGS AND PRECAUTIONS, 5.7 Fractures, delete the second sentence
from the end of the paragraph:

And replace it with:

Other studies suggest that this risk may also apply to men, although the risk of fracture among
women appears higher than that among men.

15. Under WARNINGS AND PRECAUTIONS, 5.7 Fractures, modify the last sentence in
the paragraph from:

The risk of fracture should be considered in the care of patients;-especiathyfemalepatients;
treated with AVANDIA, and attention given to assessing and maintaining bone health according

to current standards of care.
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To:

The risk of fracture should be considered in the care of patients treated with AVANDIA, and
attention given to assessing and maintaining bone health according to current standards of care.

16. Under ADVERSE REACTIONS, Section 6.1 Clinical Trials Experience, Short-Term
Trials of AVANDIA as Monotherapy and in Combination With Other
Hypoglycemic Agents, add the following to the end of the second to last paragraph:

The use of AVANDIA in combination with insulin may increase the risk of myocardial
infarction [see Warnings and Precautions (5.2)].

17. Under Section 15 REFERENCES, delete the following references:

And add these additional references:

e Food and Drug Administration Briefing Document. Joint meeting of the Endocrinologic and
Metabolic Drugs and Drug Safety and Risk Management Advisory Committees. July 13-14,
2010.

e Winkelmayer WC, et al. Comparison of cardiovascular outcomes in elderly patients with
diabetes who initiated rosiglitazone vs. pioglitazone therapy. Arch Intern Med 2008;
168(21):2368-2375.

e Juurlink DN, et al. Adverse cardiovascular events during treatment with pioglitazone and
rosiglitazone: population based cohort study. BMJ 2009; 339.

e Graham DJ, et al. Risk of acute myocardial infarction, stroke, heart failure, and death in
elderly medicare patients treated with rosiglitazone or pioglitazone. JAMA 2010; 304:411-
418.

e Wertz DA, et al. Risk of cardiovascular events and all-cause mortality in patients with
Thiazolidinediones in a managed-care population. Circ Cardiovascular Qual Outcomes
2010; 3: 538-545.

e Kahn S, et al. Glycemic durability of rosiglitazone, metformin or glyburide monotherapy.
New England Journal of Medicine 2006, 355:2427-2443.
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e Home P, et al. Rosiglitazone evaluated for cardiovascular outcomes in oral agent combination
therapy for type 2 diabetes (RECORD): a multicenter, randomized, open-label trial. Lancet
2009, 373:2125-35.

o Dormandy J et al. Secondary prevention of macrovascular events in patients with type
2 diabetes in the PROactive study (Prospective Pioglitazone Clinical Trial in Macrovascular
Events): a randomized controlled trial. Lancet 2005, 366:1279-89.

e Bilik D, et al. Thiazolidinediones, cardiovascular disease and cardiovascular mortality:
translating research into action for diabetes (TRIAD). Pharmocoepidemiol Drug Saf 2010;
19: 715-721.

18. Under PATIENT COUNSELING INFORMATION, before 17.1 Patient Advice, add
the following statement:

See Medication Guide

19. Under PATIENT COUNSELING INFORMATION, 17.1 Patient Advice, move the
following statement from bullet 5 to the top of the section:

There are multiple medications available to treat type 2 diabetes. The benefits and risks of
each available diabetes medication should be taken into account when choosing a particular
diabetes medication for a given patient.

And add the following paragraph beneath it:

Patients should be informed of the risks and benefits of AVANDIA. AVANDIA should only
be taken by adults with type 2 diabetes who are already taking AVANDIA, or who are not
already taking AVANDIA and are unable to achieve adequate glycemic control on other
diabetes medications, and, in consultation with their healthcare provider, have decided not to
take pioglitazone (ACTOS) for medical reasons.

20. Under PATIENT COUNSELING INFORMATION, 17.1 Patient Advice, modify the
first bullet from:

e AVANDIA is not recommended for patients with symptems-of heart failure.
To:

e AVANDIA is not recommended for patients with symptomatic heart failure.
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21. Under PATIENT COUNSELING INFORMATION, 17.1 Patient Advice, delete the
second bullet:

22. Under PATIENT COUNSELING INFORMATION, 17.1 Patient Advice, modify
bullet 3 from:

Results of a set of clinical studies suggest that treatment with AVANDIA is associated with

an increased risk for myecardial-ischemic-events-such-as-angira-or myocardial infarction
(heart attack) espeually in patlents taklng msulln et—mtrates Beeauseth%nslehasaet—been

To:

Results of a set of clinical trials suggest that treatment with AVANDIA is associated with an
increased risk for myocardial infarction (heart attack), especially in patients taking insulin.
Clinical trials have not shown any difference between AVANDIA and comparator
medications in overall mortality or CV-related mortality.

23. Under PATIENT COUNSELING INFORMATION, 17.1 Patient Advice, modify the
4th bullet from:

e AVANDIA is not recommended for patients who are taking aitrates-erinsulin.
To:
e AVANDIA is not recommended for patients who are taking insulin.

24. Under PATIENT COUNSELING INFORMATION, 17.1 Patient Advice, delete the
bullet:

e There have been no clinical studies establishing conclusive evidence of macrovascular risk
reduction with AVANDIA or any other oral antidiabetic drug.
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25. Under PATIENT COUNSELING INFORMATION, delete the following:

. I licati "
- Seeseparate leaflet.

Throughout the label, editorial revisions have been made to substitute “trial” or “trials” for
“study” or “studies” in accordance with the following definition:

Clinical trials are any prospective investigations in which the applicant or investigator
determines the method of assigning the drug product(s) or other interventions to one or
more human subjects.

The term “study” or “studies” has remained in accordance with the following definition:
Studies are all other investigations, such as investigations with humans that are not

clinical trials as defined above (e.g., observational epidemiologic studies), animal studies,
and laboratory experiments.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
AVANDIA safely and effectively. See full prescribing information for
AVANDIA.

AVANDIA (rosiglitazone maleate) Tablets
Initial U.S. Approval: 1999

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL
INFARCTION

See full prescribing information for complete boxed warning.

e Thiazolidinediones, including rosiglitazone, cause or exacerbate congestive
heart failure in some patients (5.1). After initiation of AVANDIA, and after
dose increases, observe patients carefully for signs and symptoms of heart
failure (including excessive, rapid weight gain, dyspnea, and/or edema). If
these signs and symptoms develop, the heart failure should be managed
according to current standards of care. Furthermore, discontinuation or dose
reduction of AVANDIA must be considered.

o AVANDIA is not recommended in patients with symptomatic heart failure.
Initiation of AVANDIA in patients with established NYHA Class I11 or IV
heart failure is contraindicated. (4, 5.1)

e A meta-analysis of 52 clinical trials (mean duration 6 months; 16,995 total
patients), most of which compared AVANDIA to placebo, showed AVANDIA
to be associated with a statistically significant increased risk of myocardial
infarction. Three other trials (mean duration 46 months; 14,067 total
patients), comparing AVANDIA to some other approved oral antidiabetic
agents or placebo, showed a statistically non-significant increased risk of
myocardial infarction and a statistically non-significant decreased risk of
death. There have been no clinical trials directly comparing cardiovascular
risk of AVANDIA and ACTOS® (pioglitazone, another thiazolidinedione),
but in a separate trial, ACTOS (when compared to placebo) did not show an
increased risk of myocardial infarction or death. (5.2)

--------------------------- RECENT MAJOR CHANGES -------cnermememen

Boxed Warning Month/YEAR
Indications and Usage (1) Month/YEAR
Dosage and Administration (2) Month/YEAR
Warnings and Precautions, Cardiac Failure (5.1) Month/YEAR
Warnings and Precautions, Major Adverse Cardiovascular Month/YEAR
Events (5.2)

Warnings and Precautions, Fractures (5.7) Month/YEAR

INDICATIONS AND USAGE ---------------------

AVANDIA is a thiazolidinedione antidiabetic agent. After consultation with a

healthcare professional who has considered and advised the patient of the risks

and benefits of AVANDIA, this drug is indicated as an adjunct to diet and

exercise to improve glycemic control in adults with type 2 diabetes mellitus

who either are:

o already taking AVANDIA, or

e not already taking AVANDIA and are unable to achieve adequate glycemic
control on other diabetes medications, and, in consultation with their
healthcare provider, have decided not to take pioglitazone (ACTOS) for
medical reasons. (1)

Other Important Limitations of Use:

e AVANDIA should not be used in patients with type 1 diabetes mellitus or
for the treatment of diabetic ketoacidosis. (1.2)

e Coadministration of AVANDIA and insulin is not recommended. (1, 5.1,
5.2)

---------------------- DOSAGE AND ADMINISTRATION ----------------

e Startat 4 mg daily in single or divided doses; do not exceed 8 mg daily. (2)

o Dose increases should be accompanied by careful monitoring for adverse
events related to fluid retention. (2)

e Do not initiate AVANDIA if the patient exhibits clinical evidence of active
liver disease or increased serum transaminase levels. (2.1)

-------------------- DOSAGE FORMS AND STRENGTHS --------------

Pentagonal, film-coated tablets in the following strengths:

e 2mg, 4 mg,and 8 mg (3)

CONTRAINDICATIONS -------nmmmmmmmmemeeee

Initiation of AVANDIA in patients with established NYHA Class I11 or IV

heart failure is contraindicated. (4)

----------------------- WARNINGS AND PRECAUTIONS ----------------

e Fluid retention, which may exacerbate or lead to heart failure, may occur.
Combination use with insulin and use in congestive heart failure NYHA
Class I and Il may increase risk of other cardiovascular effects. (5.1)

o Increased risk of myocardial infarction has been observed in a meta-

analysis of 52 clinical trials (incidence rate 0.4% versus 0.3%). (5.2)

Coadministration of AVANDIA and insulin is not recommended. (1, 5.1, 5.2)

Dose-related edema (5.3), weight gain (5.4), and anemia (5.8) may occur.

Macular edema has been reported. (5.6)

Increased incidence of bone fracture. (5.7)

ADVERSE REACTIONS --------nnmmmmmmmmaan

Common adverse reactions (>5%) reported in clinical trials without regard to

causality were upper respiratory tract infection, injury, and headache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS---------------mmnnmmo-

Inhibitors of CYP2C8 (e.g., gemfibrozil) may increase rosiglitazone levels;

inducers of CYP2CS8 (e.g., rifampin) may decrease rosiglitazone levels. (7.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: Month/YEAR

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: CONGESTIVE HEART FAILURE AND
MYOCARDIAL INFARCTION
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
21 Specific Patient Populations
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS

5.1 Cardiac Failure
5.2 Major Adverse Cardiovascular Events
5.3 Edema

5.4 Weight Gain
5.5 Hepatic Effects

5.6 Macular Edema

5.7 Fractures

5.8 Hematologic Effects

5.9 Diabetes and Blood Glucose Control

5.10 Ovulation

6 ADVERSE REACTIONS
6.1 Clinical Trial Experience
6.2 Laboratory Abnormalities
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6.3 Postmarketing Experience
7 DRUG INTERACTIONS
7.1 CYP2C8 Inhibitors and Inducers
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Labor and Delivery
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action
12.2  Pharmacodynamics
12.3  Pharmacokinetics
12.4  Drug-Drug Interactions
13  NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of
Fertility
13.2  Animal Toxicology
14  CLINICAL STUDIES
14.1  Monotherapy
14.2  Combination With Metformin or Sulfonylurea


http://www.fda.gov/medwatch

14.3  Combination With Sulfonylurea Plus Metformin
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION
17.1  Patient Advice
*Sections or subsections omitted from the full prescribing information are not
listed.
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FULL PRESCRIBING INFORMATION

WARNING: CONGESTIVE HEART FAILURE AND MYOCARDIAL INFARCTION

e Thiazolidinediones, including rosiglitazone, cause or exacerbate congestive heart failure in
some patients [see Warnings and Precautions (5.1)]. After initiation of AVANDIA, and after
dose increases, observe patients carefully for signs and symptoms of heart failure (including
excessive, rapid weight gain, dyspnea, and/or edema). If these signs and symptoms develop,
the heart failure should be managed according to current standards of care. Furthermore,
discontinuation or dose reduction of AVANDIA must be considered.

e AVANDIA is not recommended in patients with symptomatic heart failure. Initiation of
AVANDIA in patients with established NYHA Class Il or IV heart failure is contraindicated.
[See Contraindications (4) and Warnings and Precautions (5.1).]

e A meta-analysis of 52 clinical trials (mean duration 6 months; 16,995 total patients), most of
which compared AVANDIA to placebo, showed AVANDIA to be associated with a
statistically significant increased risk of myocardial infarction. Three other trials (mean
duration 46 months; 14,067 total patients), comparing AVANDIA to some other approved
oral antidiabetic agents or placebo, showed a statistically non-significant increased risk of
myocardial infarction, and a statistically non-significant decreased risk of death. There have
been no clinical trials directly comparing cardiovascular risk of AVANDIA and ACTOS®
(pioglitazone, another thiazolidinedione), but in a separate trial, pioglitazone (when compared
to placebo) did not show an increased risk of myocardial infarction or death. [See Warnings
and Precautions (5.2).]

1 INDICATIONS AND USAGE

After consultation with a healthcare professional who has considered and advised the
patient of the risks and benefits of AVANDIA, this drug is indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus who either are:

e already taking AVANDIA, or

e not already taking AVANDIA and are unable to achieve adequate glycemic control on other

diabetes medications and, in consultation with their healthcare provider, have decided not to
take pioglitazone (ACTOS®) for medical reasons.
Other Important Limitations of Use:

e Due to its mechanism of action, AVANDIA is active only in the presence of endogenous
insulin. Therefore, AVANDIA should not be used in patients with type 1 diabetes mellitus or
for the treatment of diabetic ketoacidosis.

e The coadministration of AVANDIA and insulin is not recommended [see Warnings and
Precautions (5.1)].
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2 DOSAGE AND ADMINISTRATION

Prior to prescribing AVANDIA, refer to Indications and Usage (1) for appropriate
patient selection.

AVANDIA may be administered at a starting dose of 4 mg either as a single daily dose or
in 2 divided doses. For patients who respond inadequately following 8 to 12 weeks of treatment,
as determined by reduction in fasting plasma glucose (FPG), the dose may be increased to 8 mg
daily. Increases in the dose of AVANDIA should be accompanied by careful monitoring for
adverse events related to fluid retention [see Boxed Warning and Warnings and Precautions
(5.1)]. AVANDIA may be taken with or without food.

The total daily dose of AVANDIA should not exceed 8 mg.

Patients receiving AVANDIA in combination with other hypoglycemic agents may be at
risk for hypoglycemia, and a reduction in the dose of the concomitant agent may be necessary.
2.1 Specific Patient Populations

Renal Impairment: No dosage adjustment is necessary when AVANDIA is used as
monotherapy in patients with renal impairment. Since metformin is contraindicated in such
patients, concomitant administration o